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Office, PCT 
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CP2/5C24 

Arlington, VA 22202 
ETATS-UNIS D'AMERIQUE 
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Date of mailing (day/month/year) 

07 August 2001 (07.08.01) 




International application No. 
PCT/US00/40939 


Applicant's or agent's file reference 
8151-47-1 


International filing date (day/month/year) 
19 September 2000 (19.09.00) 


Priority date (day/month/year) 

20 September 1999 (20.09.99) 


Applicant 

MASTERS, Thomas, N. 



1. The designated Office is hereby notified of its election made: 

| X | in the demand filed with the International Preliminary Examining Authority on: 

13 April 2001 (13.04.01) 



[~j in a notice effecting later election filed with the International Bureau on: 



2. The election | X| was 

| | was not 

made before the expiration of 19 months from the priority date or, where Rule 32 applies, within the time limit under 
Rule 32.2(b). 



The International Bureau of WIPO 


Authorized officer 


34, chemin des Colombettes 


Pascal Piriou 


1211 Geneva 20, Switzerland 




Facsimile No.: (41-22) 740.14.35 


Telephone No.: (41-22) 338.83.38 
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INTERNATIONAL PRELIMINARY EXAMINATION REPORTL.. 





(PCT Article 36 and Rule 70) 




Applicant's or agent's file reference 
8151-47-1 


FOR FURTHER ACTION See Notification of Transmittal of International 

Preliminary Examination Report (Form PCT/IPEA/416) 


International application No. 


International filing date (day/monih/year) 


Priority date (day/month/year) 


PCT/US00/409S9 


19 SEPTEMBER 2000 


20 SEPTEMBER 1999 


International Patent Classification (IPC) or national classification and IPC 
IPC(7): AOIN 1/00, 1/02; A6lK 38/00 and US CI.: 435/1.1, 1.2; 514/1 1, 9 


Applicant 

CHARLOTTE-MECKLENBURG HOSPITAL AUTHORITY D/B/A CAROLINAS MEDICAL CENTER 



This international preliminary examination report has been prepared by this International Preliminary 
Examining Authority and is transmitted to the applicant according to Article 36. 



2. This REPORT consists of a total of . 



sheets. 



I I This report is also accompanied by ANNEXES, ie., sheets of the description, claims and/or drawings which have 
— been amended and are the basis for this report and/or sheets containing rectifications made before this Authority, 
(see Rule 70.16 and Section 607 of the Administrative Instructions under the PCT). 

These annexes consist of a total of 0 sheets. 



3. This report contains indications relating to the following items: 
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citations and explanations supporting such statement 



Date of submission of the demand 
13 APRIL 2001 


Date of completion of this report 
21 FEBRUARY 2002 


Name and mailing address of the IPEA/US 

Commissioner of Patents and Trademarks 
Box PCT 

Washington, D.C. 80831 / 
Facsimile No. (70S) 305-3230 


Au/noriied ofTicop 

f TrflNNA MOEZIEr ' 
Telephone No. (70S) 308-1235 



Form PCT/IPEA/409 (cover sheet) (July 1998)* 



INTERNATIONAL PRELIMINARY EXAMINATION REPORT 



International application No. 
PCT/USOO/40939 



I. Basis of the report 



1 . With regard to the elements of the international application: * 
| x | the international application as originally filed 
|^"| the description: 



pages 
pages 
pages 



1-15 



NONE 



, as originally filed 

filed with the demand 



NONE 



, filed with the letter of 



| x| the claims: 

pages 

pages 

pages 

pages 



16-18 



NONE 



NONE 



, as originally filed 

. , as amended (together with any statement) under Article 1 9 
, filed with the demand 



NONE 



, filed with the letter of 



| x| the drawings: 



pages 
pages 
pages 



1-7 



NONE 



, as originally filed 

, filed with the demand 



NONE 



| x| the sequence listing part of the description: 

pages NONE 

pages 



, filed with the letter of . 



NONE 



, as originally filed 

filed with the demand 



pages 



NONE 



, filed with the letter of . 



2. With regard to the language, all the elements marked above were available or furnished to this Authority in the language in which 
the international application was filed, unless otherwise indicated under this item. 

These elements were available or furnished to this Authority in the following language which is: 

1 | the language of a translation furnished for the purposes of international search (under Rule 23.1(b)). 
f~] the language of publication of the international application (under Rule 48.3(b)). 

j~j the language of the translation furnished for the purposes of international preliminary examination (under Rules 55.2 and/ 
or 55.3). 

3. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the international 
preliminary examination was carried out on the basis of the sequence listing: 

□ contained in the international application in printed form. 

[ J filed together with the international application in computer readable form. 

P^j furnished subsequently to this Authority in written form. 

| | furnished subsequently to this Authority in computer readable form. 

□ The statement that the subsequently furnished written sequence listing does not go beyond the disclosure in the 
international application as filed has been furnished. 

[ 1 The statement that the information recorded in computer readable form is identical to the writen sequence listing has 
1 — 1 been furnished. 

4 | x| The amendments have resulted in the cancellation of: 

CHI the description, pages NONE 

the claims, Nos. NONE 

[~x] the drawings, sheets/fig NONE 



5 . ["] This report has been drawn as if (some of) the amendments had not been made, since they have been considered to go 

beyond the disclosure as filed, as indicated in the Supplemental Box (Rule 70.2(c)).** 
* Replacement sheets which have been furnished to the receiving Office in response to an invitation under Article 14 are referred to 
in this report as "originally filed" and are not annexed to this report since they do not contain amendments (Rules 70.16 
and 70.17). 

**Any replacement sheet containing such amendments must be referred to under item 1 and annexed to this report. 

Form PCT/IPEA/409 (Box I) (July 1998)* 



INTERN ATTONAJL PRELIMINARY EXAMINATION REPORT 




International application No. 
PCT/US00/4O939 


V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 


1. statement 








Novelty (N) Claims 


l-lO 




YES 


Claim* 


NONE 




NO 


Inventive Step (IS) Claims 


l-io 




YES 


Claims 


NONE 




NO 


Industrial Applicability (IA) Claims 


1-10 




YES 


Claims 


NONE 




NO 



2. citations and explanations (Rule 70.7) 

Claims 1-10 meet the criteria set out in PCT Article S3(2)-(s), because the prior art does not teach or fairly suggest a 
composition comprising a cyclosporin and a balanced isotonic solution physiologically acceptable for perfusing and storing a 
heart, and the method for preserving heart using the composition. 



Claims 1-10 meet the criteria set out in PCT Article 33(4), because the claimed composition and method have industrial 
applicability in medicinal art. 



NEW CITATIONS 

NONE 
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(12) INTERNATIONAL APPLICATION PUBLISHED UNDER THE PATENT COOPERATION TREATY (PCT) 



(19) World Intellectual Property Organization 
International Bureau 

(43) International Publication Date 
29 March 2001 (29.03.2001) 




PCT 



(10) International Publication Number 

WO 01/20982 A3 



(51) International Patent Classification 7 : 

1/02, A6 IK 38/00 



A01N 1/00, 



(21) International Application Number: PCT/US00/40939 

(22) International Filing Date: 

19 September 2000 (19.09.2000) 



(25) Filing Language: 

(26) Publication Language: 



English 
English 



(30) Priority Data: 

60/155,033 20 September 1999 (20.09.1999) US 

(71) Applicant (for all designated States except US): CHAR- 
LOTTE-MECKLENBURG HOSPITAL AUTHORITY 
d.b.a. CAROLINAS MEDICAL CENTER [US/US]; 
P.O. Box 32861, Charlotte, NC 28232-2861 (US). 



(72) Inventor; and 

(75) Inventor/Applicant (for US only): MASTERS, Thomas, 
N. [US/US]; 518 Hermitage Court, Charlotte, NC 28207 
(US). 

(74) Agents: LIPSCOMB, Ernest, B., Ill et ah; Alston & Bird 
LLP, Bank of America Plaza, Suite 4000, 101 South Tryon 
Street, Charlotte, NC 28280-4000 (US). 

(81) Designated States (national): AE, AG, AL, AM. AT, AT 
(utility model), AU, AZ, BA, BB, BG, BR, BY, BZ, CA, 
CH, CN, CR, CU, CZ, CZ (utility model), DE, DE (utility 
model), DK, DK (utility model), DM, DZ, EE, EE (utility 
model), ES, FI, FI (utility model), GB, GD, GE, GH, GM, 
HR, HU, ID, IL, IN, IS, JP, KE, KG, KP, KR, KZ, LC, LK, 
LR, LS, LT, LU, LV, MA, MD, MG, MK, MN, MW, MX, 
MZ, NO, NZ, PL, PT, RO, RU, SD, SE, SG, SI. SK, SK 
(utility model), SL, TJ, TM, TR, TT, TZ, UA, UG, US, UZ, 
VN, YU, ZA, ZW. 

[Continued on next page] 



(54) Title: SOLUTION FOR THE PRESERVATION OF HEARTS 



3 

oo 

Os 



o 




(57) Abstract: The present invention is directed to 
preservation solutions for storing and perfusing a heart 
intended for transplantation to a patient requiring such 
implant. It was found that when cyclosporin is added 
to the preservation solution for to: (1) preserve the 
mitochondrial function which it does by maintaining 
adenosine triphosphate ("ATP") levels, and (2) to block 
apoptosis and prevent programmed cell death. Therefore, 
the preservation of the mitochondrial function prevents 
necrosis while blocking prevents apoptosis. 



^ WO 01/20982 A3 llllllllllllllllll 



(84) Designated States (regional): ARIPO patent (GH, GM, 
KE, LS, MW, MZ, SD, SL, SZ, TZ, UG, ZW), Eurasian 
patent (AM, AZ, BY, KG, KZ, MD, RU, TJ, TM), European 
patent (AT, BE, CH, CY, DE, DK, ES, FI, FR, GB, GR, IE, 
IT, LU, MC, NL, PT, SE), OAPI patent (BF, BJ, CF, CG, 
CI, CM, GA, GN, GW, ML, MR, NE, SN, TD, TG). 

Published: 

— with international search report 



(88) Date of publication of the international search report: 

25 October 2001 

For two-letter codes and other abbreviations, refer to the "Guid- 
ance Notes on Codes and Abbreviations " appearing at the begin- 
ning of each regular issue of the PCT Gazette. 
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INTERNATIONAL SEARCH REPORT 

(PCT Article 18 and Rules 43 and 44) 



Applicant's or agcnfs file reference 
8151-47-1 


FOR FURTHER see Notification of Transmittal of International Search Report 
ACTION (Form PCT/ISA/220) as well as, where applicable, item 5 below. 


International application No. 
PCT/US00/40939 


International filing date (day/month/year) 
19 SEPTEMBER 2000 


(Earliest) Priority Date (day/month/year) 
20 SEPTEMBER 1999 


Applicant 

CHARLOTTE-MECKLENBURG HOSPITAL AUTHORITY D/B/A CAROLINAS MEDICAL CENTER 



This international search report has been prepared by this International Searching Authority and is transmitted to the applicant 
according to Article 18. A copy is being transmitted to the International Bureau. 

This international search report consists of a total of sheets. 

| X| It is also accompanied by a copy of each prior art document cited in this report 



1. Basis of the report 

a. With regard to the language, the international search was carried out on the basis of the international application in the 

language in which it was filed, unless otherwise indicated under this hem. 

□ the international search was carried out on the basis of a translation of the international application furnished to this 
Authority (Rule 23.1(b)). 

b. With regard to any nucleotide and/or amino add sequence disclosed in the international application, the international search 

was carried out on the basis of the sequence listing: 

1 1 contained in the international application in written form. 

I I filed together with the international application in computer readable form. 

| J furnished subsequently to this Authority in written form. 

jQJ furnished subsequently to this Authority in computer readable form. 

I - ] the statement that the subsequently furnished written sequence listing does not go beyond the disclosure in the 
' — ' international application as filed has been furnished. 

| | the statement that the infonnation recorded in computer readable form is identical to the written sequence listing has been 
furnished. 

2. I I Certain claims were found unsearchable (See Box I). 

3. j^J Unity of invention is lacking (See Box II). 

4. With regard to the tide, 

| x) the text is approved as submitted by the applicant. 

r~| the text has been established by this Authority to read as follows: 



5. With regard to the abstract, 

| X| the text is approved as submitted by the applicant. 

[ | the text has been established, according to Rule 38.2(b), by this Authority as it appears in 
— Box III. The applicant may, within one month from the date of mailing of this international 
search report, submit comments to this Authority. 

6. The figure of the drawings to be published with the abstract is Figure No. _1 

I | as suggested by the applicant. J— J Nonc of me flgures . 
| X| because the applicant failed to suggest a figure. 
jP] because this figure better characterizes the invention. 



Form PCT/ISA/210 (first sheet) (July 1998)* 



# 

International application No. 
PCT/USOO/40939 



A. CLASSIFICATION OF SUBJECT MATTER 

IPC(7) : A01N 1/00, 1/02; A61K 38/00 

US CL : 435/1.1, 1.2; 514/11, 9 
According to International Patent Classification (IPC) or to both national classification and IPC 

R FIELDS SEARCHED 

Minimum documentation searched (classification system followed by classification symbols) 

U.S. : 435/1.1, 1.2; 514/11, 9 



• 

(TERN 



INTERNATIONAL SEARCH REPORT 



Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched 



Electronic data base consulted during the international search (name of data base and, where practicable, search terms used) 
MEDLINE, CAPLUS, BIOSIS 

search terms; cyclosporin, preservation, organs, isotonic. 



DOCUMENTS CONSIDERED TO BE RELEVANT 



Category* 


Citation of document, with indication, where appropriate, of the relevant passages 


Relevant to claim No. 


Y 


US 5,665,774 A (ARMISTEAD et al) 09 SEPTEMBER 1997, 
column 10, lines 42-48. 


1-5 


A 




6-10 


Y 


US 5,693,462 A (RAYMOND) 02 DECEMBER 1997, See the 
claims. 


1-5 


A 




6-10 


Y 


US 5,925,510 A (SCHULSINGER et al) 20 JULY 1999, column 6, 
lines 28-52. 


1-5 


A 




6-10 



"~| Further documents are listed in the continuation of Box C. [ ] See patent family annex. 



' Special categoric i of cited document*: 

A" document defining the general state of the art which it not considered 

to be of particular relevance 

E* earlier document published on or after the international filing date 

L" document which may throw doubts on priority claim (s) or which is 

cited to establish the publication date of another citation or other 
special reason (as specified) 

O" document referring to an oral disclosure, use, exhibition or other 

means 

P* document published prior to the international filing date but later than 



later document published after the international filing date or priority 
date and not in conflict with the application but cited to understand 
the principle or theory underlying the invention 

document of particular relevance; the claimed invention cannot be 
considered novel or cannot be considered to involve an inventive step 
when the document is taken alone 

document of particular relevance; the claimed invention cannot be 
considered to involve an inventive step when the document is 
combined with one or more other such documents, such combination 
being obvious to a person skilled in the art 

document member of the same patent family 



Date of the actual completion of the international search 
19 JANUARY 2001 


Date of mailing of the international search report 

23 MAR2GLI 


Name and mailing address of the ISA/US 
Commissioner of Patents and Trademarks 
Box PCT 

Washington, D.C 20231 
Facsimile No. (703) 305-3230 


Telephone No. (703) 308-1235 
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PATENT COOPERA 



From the INTERNATIONAL SEARCHING AUTHORITY 



TREATY 



Alston & Bird^ 

MAR 2 6 2001 

Received By_ 



To: ERNEST B. LIPSCOM, HI. 
ALSTON & BIRD LLP 
P.O. DRAWER 34009 

CHARLOTTE, NORTH CAROLINA 28234-4009 


PCT 

NOTIFICATION OF TRANSMITTAL OF 
THF INTERNATIONAL SEARCH REPORT 
OR THE DECLARATION 

(PCT Rule 44.1) 


Date of Mailing O Q MAD ? fi H 1 


Applicant's or agent's file reference 

si5M7-i ^n4&<!,?£? 


FOR FURTHER ACTION See paragraphs 1 and 4 below 


International application No. 
PCT/US00/40939 


International filing date 
(day/month/year) 

19 SEPTEMBER 2000 


Applicant 

CHARLOTTE-MECKLENBURG HOSPITAL AUTHORITY D/B/A CAROLINAS MEDICAL CENTER 



1. 1 x| The applicant is hereby notified that the international search report has been established and is transmitted herewith. 
Filing of amendments and statement under Article 19: 

The applicant is entitled, if he so wishes, to amend the claims of the international application (see Rule 46): 

When? The time limit for filing such amendments is normally 2 months from the date of transmittal of the 
international search report; however, for more details, see the notes on the accompanying sheet. 

Where? Directly to the International Bureau of WIPO 
34, chemin des Colombettes 
1211 Geneva 20, Switzerland 
Facsimile No.: (41-22)740.14.35 

For more detailed instructions, see the notes on the accompanying sheet 

2. | — I The applicant is hereby notified that no international search report will be established and that the declaration under 
I 1 Article 17(2Xa) to that effect is transmitted herewith. 

3. | | With regard to the protest against payment of (an) additional fee(s) under Rule 40.2, the applicant is notified that: 

□ the protest together with the decision thereon has been transmitted to the International Bureau together with the 
applicant's request to forward the texts of both the protest and the decision thereon to the designated Ofjices. 

I | no decision has been made yet on the protest; the applicant will be notified as soon as a decision is made. 

4. Further action(s): The applicant is reminded of the following: 

Shortly after 18 months from the priority date, the international application will be published by the International Bureau. If 
the applicant wishes to avoid or postpone publication, a notice of withdrawal of the international application, or of the 
priority claim, must reach the International Bureau as provided in rules 90 bis 1 and 90 bis 3, respectively, before the 
completion of the technical preparations for international publication. 

Within 19 months from the priority date, a demand for international preliminary examination must be filed if the applicant 
wishes to postpone the entry into the national phase until 30 months from the priority date (in some Offices even later). 

Within 20 months from the priority date, the applicant must perform the prescribed acts for entry into the national phase before 
all designated Offices which have not been elected in the demand or in a later election within 19 months from the priority 
date or could not be elected because they are not bound by Chapter II. 



Name and mailing address of the ISA/US 

Commissioner of Patents and Ti 
Box PCT 

Washington, D.C. 20231 
Facsimile No. (703) 305-3230 



Authorized officer 

3 JUN WANG 
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(See notes on accompanying sheet) 




NOTES TO FORM PCT/lSA/220 

These Notes are intended to give the basic instructions concerning the filing of amendments under Article 19. The 
Notes are based on the requirements of the Patent Cooperation Treaty and of the Regulations and the Administrative 
Instructions under that Treaty. In case of discrepancy between these Notes and Ux^ requirements, the Utter are applicable. 
For more detailed information, see also the PCT Applicant's Guide, a puWicauon of V/TPO. 

In these Notes, "A/tide-, -Rule" and -Section- refer to the provisions of the PCT, the PCT Regulations and the PCT 
Administrative Instructioosrrespectively. 



INSTRUCTIONS CONCERNING AMENDMENTS UNDER ARTICLE If 
The applicant h*^ ***** hivinr received the mternational search report, one opporuanity lo amend the claims of the 



has, after having received the mternational search report, one opportunity to amend the claims < 
international appUcation. it should however be emphasized Chat, since all nam of the international application (claims, 
description anddxawings) may be amended during the international prclmunary riarnmatton rxocedurc, there ts usually 
ooneSto file amendments of me daima wader Article 19 cwe^ 
foTmeoarpoaeaofnrovbOonalpf^ 

ruimtrmoi^daouM be emphasized that provisional protection is available m some States only. 



What parts of the International application may be amended ? 
The daims only. 



The description and the drawings may only be amended during international preliminary examination under 
Chapter IL 



When? Within 2 months from the date of timnsmittal of the inte rnatio na l search report or; 16 months from me priority 
*£wmcbewtu«lu^ 

a^vmTb^ received ootWlf they are received by the International Boreas sto the exptotion of the 



ivuMbeenicceivedc*tin*:ir 
apolkabfc time limit but before the come'eoon of the technical rjceparstwn* for i n trro a tion a l publicauon 
(fcule 46.1). 

Where not so die the amendments ? 

The amendments may only be filed with the International Bureau and not with the receiving Office or the 
International Searching Authority (Rule 46.2). 

Wbete a demand for itaeraabocal preliminary exsmination has been/is Gkd, see below. 



How? Eiriierbycanceiliixgc^ daims, by addirig one or more new cUims or by a 

ooe or more of the claims as filed. 



«i sheet most be submitted for each sheet ol the claims which, on account of an amendment or 
^ differs from the sheet originally filed. 

All the claims appearing on a repUcement sheet must be numbered in Arabic numerals. ^f*« a claim is 
enr^c* n^ of theother claims is required. In all cases where claims are renumbered, they must 

be renumbered consecutively (Administrative Instructions, Section 205(b)). 

What doenmenta annst/may nccompnny the amendments ? 

Letter (Section 205(b)): 

The amendments must be submitted with s letter. 

The letter will not be published with the international application and the amended daims. £ sl^ not be 
cootounded with the Statement under Artide 19(1)" («* below, under -Statement under Article 19(1)-). 
The letter must indicate the differences between the daims as filed and the claims as amended. 
particular, indicate, in connection with each datm appearing in the international apphoauoo (it bemg understood 
that identical indications concerning several daims may be grouped), whether 

(i) the claim is unchanged; 

(ii) the daim is cancelled; 

(iii) the daim is new; 

(iv) the daim replaces one or more daims as filed; 

(v) »he daim is the result of the division of a daim as filed. 



Notes to Form PCI71SA/220 (first aheec) (July 1992) 



